Sep-: 



•26-2002 13: 40 



SCULLY SCOTT 



5167424366 P. 06 



IN THE CLAIMS; ^ y 

Please c 1 "** 1 6-33. 40 and 46-47. 

Please amend the remaining claims as follows: 




( ^(Thrice Amended) An isolated genetic construct which is capable of delaying, 
repressing or otherwise reducing the expression of a target gene in an animal cell which is 
transfected with said genetic construct , wherein said genetic construct comprises at least two 
copies of a structural gene sequence , wherein said structural gene sequence comprises a 
nucleotide sequence which is substantially identical to at least a region of said target gene, and 
wherein said at least two copies of said structural gene sequence are placed operably under the 
control of a single promoter sequence which is operable in said cell, wherein at least one copy of 
said structural gene sequence is placed operably in the sense orientation under the control of said 

promoter sequence. i. ..; 

ty, -y3^(Thrice Amended) An isolated genetic construct which is capable of delaying, 
repressing or otherwise reducing the expression of a target gene in an animal cell which is 
transfected with said genetic construct, wherein said genetic construct comprises at least two 
copies of a structural gene sequence wherein each copy of said structural gene sequence is 
separately placed under the control of a promoter which is operable in said cell, and wherein said 
structural gene sequence comprises a nucleotide sequence which is substantially identical to at 
least a region of said target gene, wherein at least one copy of said structural gene sequence is 
placed operably in the sense orientation under the control of an individual promoter sequence. 

j^r. (Twice Amended) An isolated genetic construct which is capable of delaying, 
repressing or otherwise reducing the expression of a target gene in an animal cell which is 



transfected with said genetic construct, wherein said genetic construct comprises at least two 
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copies of a structural gene sequence, wherein said structural gene sequence comprises a 
nucleotide sequence which is substantially identical to at least a region of said target gene, and 
wherein said at least two copies of said structural gene sequence are placed operably under the 
control of a single promoter sequence which is operable in said cell, wherein at least one copy of 
said structural gene sequence is placed operably in the sense orientation under the control of said 
promoter sequence and wherein at least one other copy of said structural gene sequence is placed 
operably in the antisense orientation under the control of said promoter sequence. 
^. <-j (Twice Amended) An isolated genetic construct which is capable of delaying, 

repressing or otherwise reducing the expression of a target gene in an animal cell which is 
transfected with said genetic construct, wherein said genetic construct comprises at least two , 
copies of a structural gene sequence and each copy of said structural gene sequence is separately 
placed under the control of a promoter which is operable in said cell, and wherein said structural 
gene sequence comprises a nucleotide sequence which is substantially identical to at least a 
region of said target gene, wherein at least one copy of said structural gene sequence is placed 
operably in the sense orientation under the control of an individual promoter sequence, and 
wherein at least one other copy of said structural gene sequence is placed operably in the 
antisense orientation under the control of another individual promoter sequence, 
5* kD ^^(Twice Amended) An isolated genetic construct which is capable of delaying, 

repressing or otherwise reducing the expression of a target gene in an animal cell which is 
transfected with said genetic construct, wherein said genetic construct comprises at least two 
copies of a structural gene sequence, wherein said structural gene sequence comprises a 
nucleotide sequence which is substantially identical to at least a region of said target gene, and 
wherein said at least two copies of said structural gene sequence are placed operably under the 

3 
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control of a single promoter sequence which is operable in said cell, wherein at least one copy of 
said structural gene sequence is placed operably in the sense orientation under the control of said 
promoter sequence, wherein at least one other copy of said structural gene sequence is placed 
/ (\J operably in the antisense orientation under the control of said promoter sequence, and wherein 
U \) s aid at least one copy of said structural gene sequence that is placed in the sense orientation 

relative to said promoter and said at least one copy of said structural gene sequence that is placed 
in the antisense orientation relative to said promoter are spaced from each other by a nucleic acid 

staffer fragment. 

1 ^^(Twice Amended) An animal cell comprising the genetic construct of any one of 

^1 7 4<^(Twice Amended) A method of delaying or repressing the expression of a target 
^ gene in an animal cell, comprising transfecting said animal cell with a genetic construct, wherein 
said genetic construct comprises at least two copies of a structural gene sequence, wherein said 
structural gene sequence comprises a nucleotide sequence which is substantially identical to at 
least a region of said target gene, and wherein said at least two copies of said structural gene 
sequence are placed operably under the control of a single promoter sequence which is operable 
in said cell, wherein at least one copy of said structural gene sequence is placed operably in the 
sense orientation under the control of said promoter sequence, 
g ^^^(Amended) The method according to claim^? wherein at least one other copy 

of said structural gene sequence is placed operably in the antisense orientation under the control 
of said promoter sequence. ^ 

Cj ^43^ (Amended) The method according to claim ^ wherein said copy of said 
structural gene sequence that is placed in the sense orientation relative to said promoter and said 
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copy of said structural gene sequence that is placed in the antisense orientation relative to said 



promoter are spaced from each other by a nucleic acid stuffer fragment. 




|q ^r^Twice Amended) A method of delaying or repressing the expression of a target 
gene in an animal cell, comprising expressing in said animal cell a genetic construct, wherein 
said genetic construct comprises at least two copies of a structural gene sequence, wherein each 
copy of said structural gene sequence is separately placed under the control of a promoter which 
is operable in said cell, and wherein said structural gene sequence comprises a nucleotide 
sequence which is substantially identical to at least a region of said target gene, wherein at least 
one copy of said structural gene sequence is placed operably in the sense orientation under the 
control of an individual promoter sequence. 



|W " t ^g^Amended) The isolated genetic construct according to any one of clsimL^^br 



^J^iS wherein said region of the target gene is 20 to 30 nucleotides long. 

#9. (Amended) A method according to any one of claims 41-43 or 45 wherein said 
\ region of the target gene is 20 to 30 nucleotides long. . 



I Please add the following claims : ,. — — 

— ) ^ ZJj S 

f Z ^ The isolated genetic construct according to any one of claims 2, 3 or 74-3^ 

^ comprising two copies of said structural gene sequence. ^ ^ 

l/tf \ ^\ ^^'^ isolated genetic construct according to any one of claims^/S^^-^ 
wherein said region of the target gene is at least 30 nucleotides long. 




r 



_52. The isolated genetic c<snWct according to any one of claims 2, 3 or 34-36, 
wherein said structural gene sequence cfitmmses a nucleotide sequehce that is at least 80% 
identical to said region of said target gene. 
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33*. The isolated genetic coastruct'aVxording to any one of claims 2, 3 or 34-36, 
wherein said structural gene sequence^coWises a nucleotide sequence that is at least 90% 
J identical to said region of said target ge\e.^ _^ 

^ ^ ^ The isolated genetic construct according to any one of claims £^r 34-3$ 
wherein said structural gene sequence comprises a nucleotide sequence that is identical to said 
region of said target gene. -y ^ 

Q(/6 i^" 9 /- ^ method according to any one of claims or 4^, wherein said genetic 

construct comprises two copies of said structural gene sequence. 
I j y "7 The method according to any one of claims^l -2 or f6, wherein said region of 

the target gene is at least 30 nucleotides long. 
, — • \ [ 0 

\ 57. The method according to any one of claims-^T-^or 45; wherein said structural 

■ gene sequence comprises a nucleotide sequeopjjhatis^rieast 80% identical to said region of 

said target gene. 

58. The method according to awonaof claims^ 43 > o^5^wherein said structural 
gene sequence comprises a nucleotide sequence thtt is at least 90% identical to said region of 




is 



said target gene. ^ ^ 

| % The method according to any one of claims 4^^r/^hereiii said structural 
gene sequence comprises a nucleotide sequence that is identical to said region of said target 
gene. ^ 
/ A i 1 6^ An animal cell comprising the genetic construct according to claim jL 

^ ^ -^t. An animal cell comprising the genetic construct according to claim $0. . 

Z( I 4JL An animal cell comprising the genetic construct according to claim 5n . 

. ^3. An animal cell comprising the genetic construct according to claim ^1, 
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